Document made available under 
Patent Cooperation Treaty (PCT) 



the 



International application number: PCT/JP05/000627 
International filing date: 13 January 2005 (13.01.2005) 



Document type: Certified copy of priority document 

Document details: Country/Office: JP 

Number: 2004-007373 

Filing date: 14 January 2004 (14.01.2004) 



Date of receipt at the International Bureau: 03 March 2005 (03.03.2005) 



Remark: Priority document submitted or transmitted to the International Bureau in 
compliance with Rule 17.1(a) or (b) 




World Intellectual Property Organization (WIPO) - Geneva, Switzerland 
Organisation Mondiale de la Propri6t6 Intellectuelle (OMPI) - Geneve, Suisse 



P0VJP2005/000e27 



B 111 # ft Jt 13.01.2005 

JAPAN PATENT OFFICE 



t m — x- ^ i> ^ t ^iiBj-t^o 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 

fflM^^H 2004^1>^14H 
Date of Application: 

m M # -i- 2004-007373 
Application Number: 

[ST. 10/C] : [JP2004-007373] 

m M A ^H^p^pxm^^^tt 

Applicant(s): 




tBfE#-i- miE«^ 2 005-3011445 



2004-007373 



1/E 



B04006 

spj^ie^ 1^143 

C07D211/46 
A61K 31/445 



^^!ir#^T!T^^4TS 2 9 5-1 

mm . 

^M-%im-^-m^M^^ 7T@l-9-306 

000002934 

100114041 

100106323 

mu ^ 

005142 
21,000R 

mv^m^<7)mm i 
r 1 
1 

9909276 



l^m^^mr'^] 0203423 



tii|iE#2 005-301 1445 



S^m 2004-007373 



^-v : i/E 



[ft*:® 1 1 
9 Z 




(I) 

l>'n{4-e-tL-FtL0 '5:V>U5<^^^*^ m+ n (4 2 L 5 W^lfet. ^_^(4^fg^S?i 

Ift^^l 2 1 
ft^]^ 1 fe«<D'(b'i-!fe0^n F y 7 iJ^'o 

[Iff^^ 3 1 

Ilt^a 4 1 _ 

. iT^B. ^mB. ixmi^mB. i^i^^^^^'t- f f >^£S^5^SS^f ?f S 
^iA#^m. &mmB. ^mB. -^M^mm^B.. nm-Mmnm^i^^x^m 

K7 y j5^<^^fflo 



tiiSE# 2005-3011445 



mm 2004-0073 7 3 



1/ 



^llll t\i-^<DWm-<-f'^ V'<o'^M^-^'^^ ^ iiifL«-eii-9-7';^^>;^p (sp) 

1 9 3 l#lI'>-7flilr»ffiJ^4'i-#^^''5iS^^'fl'- 1 9 7 l^tC«jt^^^ 
^ig^m. BI^c7)OT*3 J: t/BI^^c^2^^55E^B> ±1^145^^=-^^^^ MttfeiEi^^. J 

PSo ) o 

10 0 0 31 _^ 
[-fb 1 1 



"N 



R2 



(R)m 




^ Ci - 4 t;v^;v*> Ci - 4 t;v/3^~>S, h v ''^^fi^^a^ 
:-ki-^. R 4 liTlc^MT-. (CH2) qRr^tfcti (CH2) ^^0 (CH2) pR 
7 R5 li7K^If.^-. Ci - 4 7JV^;vi^*^{iC0R6 ^ ' 2??5^1 ^ 

1 ~ 3 -©(T^-Nr nH^^-^^tf 5 n T V - {± 1 ~ 3 1@(75M^lE^^^r#tf 6 

^<75^xnT';-;v^^. RyiiTK^I^.^^. t Kadr->tfc{iNR8 R9 ^ (Rs^fesJ:^^ 
R 9 l±® 3t L TTK^m^ t t K n v- i L < fi T 5 ^ "CS^I $ ttX T i C 1 - 

4 T;vi^;v^) . Ri 0 t±7K#lI^-t/ctiCi - 4 T)v^)vm^. ' ° ' A',., 

1 - 3 (7)^1^^. p j3 i l>' r ti'e^^-rtl®3^: LT 0 ^ ii 1 ~ t^JS^j. ^L^il ? 

m®E#2 005-3011445 



#M 2004-007373 



2/ 



[0 0 0 4 ] 
Kb 2 1 

,R4 



X- 



O R1 




v-Sfcti/Nn^^-^^, R3 {i/Nny^tfcfiCi - 4 t;^^;!-^. R4 ^ff;;?^^;! 
Ci - 4 T;u^;vi/::t±C (O) Re Rs {iTicm. Ci - 4 t;v^;>^* ^t±R e {4 

[0 0 0 5] 

.j3 



(I) 

^ 1 1 ^'fy^^a?^*;^ (Physiological Reviews) . 1993 

^ ^73#, p. 229-308 , ,^ 

ms^WXm2] Z^^-i-n^ 7r— 73 ni.- (Journal 
of Autonomic Pharmacology) , 1993^, ^13^, p. 23-93 

2 1 gll^<2rP^02/081457^/-^ yvV-^\ 
\W^-Xn. 3 1 lll^<&^^03/101964-^^-« 

aiiE# 2005-3011445 



mm 2004-007373 



3/ 



cn ^ 

9 z 




(I) 

if^m, P^m. Wi^B. -ftittt^m. f^^f ^^Jf ^££^2*^1* 

ttiiE# 2005-3011445 



#J1 2 0 04-007373 



^-v: 4/ 




jg^^^i-o BP*>. AWt. mMir.?-i:LTl«0M^m^=-i3J:y^4^^v>L7l@0^* 
l^k 5 1 

^^ (2)^hn> (3)i'Ty. (4) 1 'S:v^L3i®0^^ny>JE^^$:*Lrv^-r ^> iv^C 1 

v-<'>--5^;v. 5,5, 5 - > U 7;v:e-n-?>f-;i', '-^^v;v, 6, 6 6 

- 7;i':^n^i?^v;u#) . (5) 1 'Srv^ L 3 iS^O/^^^>E^^:^ LTV>T_^ i v^C 2 
_ 6 T;i"ir^;v m. ^vyt3^:^;v. rx^^v. >f v:^x-;v. sec- 

r7^^;v. 3, 3, 3-bV7;w^n-l-^n^^;v. 4, 4. 4-VU7;V:tn-l 
^ (6) 1 ;fev^L31@<75/^^y>'Mi^^r^LTV^-C^5 J:v^C2 - 6 T^W^- 
(-I?!) r^r^;!^. . 1 3, 3 , . 3 - h V -7;^^ 

□ .llT-nif-^v 4 4. 4-h';v;V:^P-l--:^^^^v^) ^ (7)l'5^^^l^31@ 

nr^;v, v/^n^y^;!-, vi5'n^^v';v, 4, 4 - n a viJ' n^dr^/;v 2, 2 

3 3 -7- > 9 7;i/:^o>'i}' a^:'^;v> 4 -^'nu v^n^^->jv#) > (8)C6- 
; 4 TV-;w m. i-:?-7f-;w 2--^7^;v> if-7x^';;K 2-7y^ 

VJi^m) (9)C7 - 1 6 7 9;v^^v (^j. f-jv 
1 _^-7^;^;^^;v.^ 2~i-y^)\^^^)i^. 2. 2->>-7:c^;v:r.^;i'. 3--7^-;vr 
nifl^ 4-7^^;v:/^;v. 5-7^^;v-<>'f-;v^) . (io)tFn^->. (n) 1 
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-^T:/'J;V. 3-> 4-47t{i5-'f V^TV';;v, 3-, 4-47!ili5-e7V'J;v 
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-bUTV'U^V 1 2 4-hU7V*';^V> 1 /3{± 2 h vV'UJV^O^^^m 

i^mH3m^Jl¥> iilEi^is J:r>'MmM^^^^'b^fm'&-^r-nil^«r 1 ^v>L4li'g'tf 
5^=^*. ^Jxt^. 2-. 3-i)tJi4-eVv^;U> N-:i-^vK-2-. 
-evy;v, 2-, 4-*7t(i5-Vi'';5v^^^^ N-^J-^v K- 2 4-tfzii5- 

^^tr7-;K 1 . 4 i.4-^tv-;v.> 1.3-^7'^- 

;v, lf^v>?-;v. h.;7y::^;K 3 - 1 :^cl4 4 - Irf V ^'>'^;Ws ^9^-;^. N-JJ 
,^ 3 _ j^(i4 -v;.; ^v^^;v^(7)^«IIi^liJ.^^i'm*IIi^. iS^I^.T-is J: l>s*^> 

mm^. ^^Mi^^J:0''M*m^:^^'b^«^tL;5^-rnJl^* 1 ^v^L41®-^tf 5 ^Srv^L 7 
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-SO2-R' C^f^ RMiTK^S^. ■im»**L-^^^-^'^>«fc^^-^'fl^**^*(-f*® 

r6 -c^^tL^ rci - 6 t;v^;H fctrii. ^^Jf. ^f-^v. ^f-^K ynvi;v. 
^vyotf;v. :/f-;i'> -fvrf-;K sec-rf^;v> tert-T'f^^v. ^>'^;v, 

Ri {± (1) 7X*ll^^ (2) C7 - 1 6 77;^^^^ ^yji^m) ^ (3) 1 4 
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10 0 161 ^ . 
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^^)y]vt'u-fu}£)V. ^V7'ntf;v. 4. 4. 4 - Y V y )i^tuy^)V. ^yf 

i; •7]v^n/>^>f-;v. ^*'>;v, 6. 6. 6 - h V 7;v*n^^i/;i/^) m^m^fhn^ 

^<DmM&-^Mn^^fzi^<Dt^m<o 1 55:v>L 3ii<^m^S^''ffl'''^^*o 

>f5|-!^\l) 0^i:LT(±. ^F!lx-{f^S^. T^^^'^'Am. ^m^tOf^^feJ^ 

-;VT5:^ 'yi;u^^'yJ\yT^>. v'v'^^ v';vT ^ N, N' - y^^'^^^'V^ 
\t -^ij^Vm. i^m. b 7;v:^ni^^. 7^)^^. i^^-i^m. -7 

v4>m. ij'j^vm. ^'^^iJ'm. uvn'-m. ^y^y^)\^^^>m. p 
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'fb. trnv v;b^f-Mb> nVN'n-f ;VTj-dr>'p<^;Hb, t-'T'^-'V-fb^ ttf^^fb-a-t/^) ; 
^z^ks^o^b-^t/ (I) (D.\^vxi^'y)vm-^^7i^Mt. T;v^;^'^b^ 0^^'^b. >}^>?m<b$ 
fifz^t^m (^Jx.^f^ :$^^^<^'(b'a-# (I) (^i^ Kn^v;v*;6^T-tf^;Wb> ^"^f^^ 
;v'fb, ynz-^y-TMb^ e/^'^^;Wb^ :^^^^-Mb> 7-r';;Wb> T7-=.;Wk, i^^f- 
;VT5y >^;v*;v.-i?r.;Hb$tLfc'fb-^%^) ;^mn<Dit^m (l) <Di^ )V^'^^ym^ 
j^XT-;w<b. T? Hb^tL/^^fb^ti ^l&^O'fb^i^ (D o:^ jV'-K^ v^^^*^^ 

^;vj^y?.x;Hb> 7x^;vj:.;^x;v'fb> ;^;^**^i^^f-;^■^^7■;Hb^ v'^f-^vT^y^ 
f-;va.>!.-rMb, tf^^'^^;^:t + ->^ ^^^J^^•r;Wb, j:. h ^v^^^V'K^^^^t^ v.:^^-^^ 
:r^xx;Wb. 7^ v^V^^7^-'^'ft> (5-^f-^i--2-^^v- 1, S-i^^^Vlx-^ 
_4_^;v) ^f-;vjc7.x;Wb. n«-.drv;V':t^'>:^;v**--'>^^-9^^^^^7-Mb^ ^ 

2|s:|&^m:-&'fb'&t/ (I) 75«/I^^'^''C>«:^-r^*§'^. ji-^-yf-^v-*;^ v^ti vT^7- 
So 
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:$:^§^<0'fb'a-!fel (I) tfzi±-t<Dm.ii. ^ 
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L<« (lib) tJ^-r^) t/c{±-^<7)tli:, T^V^^V'fbRiS^^&vMiTv^MbSSl^lt 
R^^ — OH (IX) 

1 a_ L 1 (X) 

^y^^^y. f-b^ti KD^^^^Qjir) > <rvym (T-th>^t') . - b U (T 
i:h-bV;i"Sri:') . T 5 K« (N, N-i^*^ ^^V*^^^ T 5 K=i t') . ^)^^^^'yVm 

4ti, -^J^ff. ^Kl^;vt::WUT. 1 1 00^>'V^S> $f * L < t4*5j 1 1 0 

^llSJf*: -iot:~2 0ot:. »tL<J4^ot:~iiot^SffiT^o. ^ 
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SB#F^i±. at> 0. 5^w~4 8^ra. $f^t<iio. 5^^~i 6B#rams-e*.^o 

[0 0 2 2] 

!i#MBB5 8 - 4 3 9 7 9 i:'H|S«$:ix/c;^ftl-t^^ ^^b^J 

k.\t ^i^^^l'. o-7j.^V'^'-^;^7^'f h (EPPA 

) =5;V(75T;V^;V 0--7 :^=.Vyii^7.-7 \. 7 :il=.)V o-7 :^ V ^ 7 x h , 

p-^rnnyx::^;v o-7 x- V -7 x ^ h fc'<7>7 'J -^i- o-7x^wv^^7x 
b^tii'Ti^fflv^ib^ix^^^ #liEPPA;&^^M-C-*^o ^^i:L-C{i, -pUx-Jf^ h V ^ 

i^^isic;^-^'; >'<t:^%'oiSfflSi±fflv^^^^'fl:^» (i i a) 'f>i-<'Jj] l^'^l^ 

^'fk^^tt*?! (v^na^i^y, V^uu:x.i^y^ i^nn*;VA^fc) , ^ b U t 
xh7V;KD77>, > Ritimm {^y^^. . T 

T;^*'j^m7xm'fb% (7Km<k^vv'>A. TKm^t^'j-^A^^t^) ^^^y^jfftf 

WJS > 'J ^ 'S: if) . Si^T^V* (hiJ^^;VT5>. ^ '^^^ J^''!: ^ 

~i 0 o^;V'^S> «fs b<{4f53i~i o^;vsi:^S-c*;5)o 
tii^i~3^;i-^MWc*So S)SSK(i> ii-^. -10-1 5 0^, 

~i 0 Qx:umxh^. w.^mmt. a-ts 1 5^ra~2 4^r^, »t u<{43 o^^-w- 

t^.^fhiL (I) t.tzkt^(D^\t^ it^m (I I a) 'feL<{i (lib) ^r)\^r^ 

miE#2 005-3011445 
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^-y : 12/ 



i;t^^yfj:i^) . T)V:n-)vm i^^y-}^. :^^y-}V. ^7Z?'''i''lls ( 

mmtLxii. m^if. M.mm im.m. ^^tymm. mm^j:^:) . (^s^^. 

fflSti, *Ki^;ni^tL-c. m^k-^. mo. 0 1-5 o^;v^*:-e^O. $ft L<ti*^ 

0. 1 ~ 1 O^^V^S^S-e^fe^o .^:tc*^i^, 

)j:.Btr.i{i. 0. 5-4 8B#^. «fi t<t±o. 5-2 4^^sm-e^)^o 

^ > l> 1 l^i ^ 5 - A * ^-^ <DM7cRlSt±, ^ tug n j; ^ ^ - t 

:^-V)vm r>7V:Ko-77>, v :t ^ -9- > 'S: . 7)Va-}Vm 

2 - 7°n - y v ;w 7 ;v - ;v ^5; t') 

*c~4 orM-e^tj. RjSBtr^ti, 5^r^~4 smm. L<{ii~2 4^ra 

j^p ^ 

tS^^o 0 1-0. s^MM-e^^o «M7Km»^«**^ ii*^^ 

tBliE#2 005-3011445 
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^-y : 13/ 



-)V 7•^/^v-;^. r^J^y-^v^^ . mtimm {^^^y. V}V:cy^ Jf^i/V^^ 

T5 (N, N-vp«^^V*^^^T5 K'SrJ:') ^ (f^m^.t') . tK*^ 

. $f * L < tilt) 1 ~ 1 O^MJ^T-*^o RlDiamti. 0 ~ 1 5 or. ftTS U 

< 2 0 ~ 1 0 0 X:n^X-h y) . SfSNFKfi. ii^. 5 ^9-fS~ 7 2 BtW. »4 L < ti 0 

Jtl5>f 5 > 3b * v^ti -f ^ - A ^ V (^^^RtSis i O^ilTCRJS ^ |W|^ i;^f 'S: v>, 'fk^^ 
(I I a) 4) t< i± (I I b) ■h^hMm\:^m (I) «r#*-t 'bm^^^o ^ic^^lf&Elci^ 

{ 0 0 2 6 1 * * 

A^lC*3V^-CJ!iJf4'fk-^%i:b-Cffiv>;S,<i:-^Ji» (I I a) ^L<{± (lib) {im^<^B " 
C?*^'?>v^{4D-Sirj:>)#P,na<b^t/ (la) L < {± (lb) ^ V^{4-?-tu«b 

mi:tTt±\ mmm (:^^. :^^i:7X*m> ism's: to , ij }\^^-ym.m 

'(t&<0;R)c«^#i;J:'9M^^'5,:i»^ 'fb-a-tJ (la) 4) L < t4 (lb) 1 LTi^ 

^>L<{4(ib) \^jv\zn\^xmQ. 1-1 o^;i-^J:. i-<ti*^o. i~5*;.v 

fujW-)V^ 2-^n/NV-;v. T/tJ'y-^v,^ VT-^y-^i-. t-y^^-^i- 
^ ^«M'fl:7X*« (-^>-tf>, h;v:^>, :^vv>=Sri:') > msSM^^bTKmy ( 
^^^y ^-f^yij^h') . /Nn^V'fb^'fkTKm!^ (-7^? n a p< iJ' n □ ^.;VA=S: i: 

b';;^^^^) Ji;^r;v^ (@^m^^;V5^ if) . (@m^i^) . T ^ ( 

m^mmt. m^\f. 5 0-2 o ot:, «ft t< ti^^o- 1 0 or^j^^H 
. m^nmMt^m d a) 'bL<(± (ib) ^^-^'^-^-^^'^^^^.f^SSS^if 

]ijJ.7;w^;l/<b-^jSl4. <k^<r>:}5m. |?Bx»fWiley-Intersciencett l 9 9 9^Ty TProtec 
tive Groups in Organic Synthesis. (Theodara W. Greene. Peter G. M. Wut 

HiiE#2 005-3011445 
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^-'J : 14/ 



10 0 2 71 




(la) 

"^JIcDti^k^t^ (lb) ^M7tRJ^^r^ni-^tr^xy)it^<^ "Sf 

!^ (I a) ^tiiiti'S ^^5**"^^ -So 

{f t;v?&'J^^ CJ^-^a. ^hU'i'A, :^;';<^;A=^if) . t;v;^ij±!^^S (•^^'^■' 
vVa, ^;Vv'>A>5:ir) . -e^^ltb^m (Mi&. ^OA, ^^y. ^-^U-^A. -felx 

-5n/fy-;K t-r^/-jv, ^>'y;vT;vn-;v'S:ir) . r<ym (tWt>^- 
ktAm^tmi. 8 0 ~ 1 5 0 L < (i^- 8 0 1 0 o vmmx^ n . k 

^\itMnv'i/A^:t') =5; if ti, ^(OmmmmO. 0 0 1 ~ 1 L- < 

S*^o 0 1-0. 5^S^^-e*;5,o ^«!fe7K*4tKJt:'ii®'t> R)Sn:^fS14^^v#^4'-e 

4 OB^F^mE-eab-So 
[0 0 2 8] 

tiJ|Ei|# 200 5- 301 1445 
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^-v : 15/ 



[<b 1 0 1 




(IVa) 



ins 




9 H 



xa4 



(X® 1 ) 

:*:X^St±. ^t^m (VI) t/z«-e<^:^t. ^ 
I^k 1 1 1 

(XI) 

mnr-^^^t^m (vi) ifc5±^omt±-riiiRT-*;2,;^N ^fi^^<^^(Dij^ m. n 

V - (Journal of Medicinal Chemistry) 1992^, 35 (2)^> 233-241K 

if=. y ^^7sW~ (1972-1.999) (Journal of the Chemical Society. 
Parkin Transactions 1: Organic and Bio-Organic Chemistry (1972-1999)) 1 9 8 1 

^ (XI) l'ioT^$:fl^Grignard|i^^i±> ffJSRT'* ^ -?-^e'^<&^^:^«> Vi 

^it ^±mmA B:^'fb^^^i 9 9 i^fij rii4)i£ mmi\:^mm2 A. mm^^Yi 

J ^:ift'|Bm^ttTV>^:^S. ^^V^ti-g-tticmi^^^^-^l'-t ^^^t*^'^'^'"^"^^! 

i> ;i<Dx^^j:mmtLxii. mk\£. ^itm. ^itm. B^y^m. yry 

-yy^t^^m. m<bh :^>fkT;v5 a^S: if) 

(M. b V r^;v'f^;^7'f >'^ ^ v 7i-;v/^7.7'f v^'^^vjii-^w^vt^ ^ 

iii^ijmmx^^o mMm<ommm^ (XI) HioX^^gtL-SGrignard^y l^;vt:: 

7K^« (^^•9->'> ^>-t*>'> ^vu-y^ir) , ^^uy>itmt7Kmm 

miE# 2005-3011445 



(Ilia) 



#M 2004-007373 



^->^ : 16/ 



, &t L< {± 1 ~2 4Nf^^jS'C**'2>o 
10 0 2 91 

^ixmtit'k^ (va) ^jnTK^^t^'fTi-tiiit^J^o^k^!}^ (iva) --j;^-^^^^^ 
mluTji. ssmm i^m. ^itTKmm. mm^^t-) . i^?vt:ymm mm. 

m^^^zii^m^j:^i^K it^m (Va) i-=&;vi-JtLT^o. i ^;vasJiJ.±-e* 

';-^'?A. 7Km'ft:^^v■^A. TK^^fk:^ 'J a. ^ > ij -^7 > ^ v K^wr fcWJ-^;^* 

if) , R^bTK^m (^v-ifv. b;^:^^. ^vv^', -.^-9-:-. ^2 V'' - 1 
>"fk^>fk7Kmm (v^nn^^y, ^nn^;uA^:t') . ^-r^:^jX-t ^^i^ 

^iJ. - 5 0 ~ 2 0 or. *f s L < (41^ 0 ~ 1 0 0 x:;jj>^HT* 

tf^ *^0. 5~ 1 0 O0#^^ «F*t<f4j^0. 5-2 4^K^Etr*-?.o 
[0 0 3 01 

(XS 3 ) _ 
^WJS^Mt'km (IV a) *-2,V»l4'e-<^mt. ^ 

Hbi2l 

(XII) 

[^rt.<^)#iB-t{4±iBi:i^:ta^^-ro ] ■r'^^tL*'fk^%*>u<i4-?-om*iiJi7K*i'&$ 

^h^hkZl-oXit^m (Ilia) 5r®^i-^XflT'*^o ^„.^^x ^ u 

it^m (XI I) ^^c{4-^<^:^{4. r|Tm-e^^:*>, <&^c^:^-^tcm C-cm^-f J - t ^ 
T'^^o '?-(7)'f$^g{4'fk'&t) (IV a) l^;wtc^L-C. ^1-1 0*;v^l:-C'S>9. 5f 
f L < J4|^ 1 ~ 2 *;vSa:gST'**o , n 

miE# 2005-3011445 



#M2 0 0 4-0 0 7 3 7 3 ■^-v^ : 18/ 

«JSt±. m-^. W*. m^O^«T, (XIII) ^KB^^^^tizX^ 

t') ^ V ym (T-b h > - ^ 'J (T-t h - h y to ^ T ^ K« (N, 

-v>^;VT^U > IffiM* (^^^^^-^7^. ^m-^V'J-^A. Tic^'fb^V'^A 

KJBiELmii. 31^. - 1 0-2 0 OV. L<{i^O~l 1 0 r^KT'* «5 . KBm^ 
ti, ®t> 0. 5~4 8B#W> 0tL<(±O. 5-1 6^r^^S-e*^o 
[0 0 3 21 

(X^ 5 ) 

(IV a) $);S.v>{i-?-<^mi:, 5^ 

I'fk 1 3 1 

(XIV) 

iir^ifctCi^-Cfb-^W (I a) ^^^-r^X^-e^So .-,^xv..^n -. 

^t^i^ (x-iv) f /c{i'ecom(±Ttim-e^;i);5N <Zr^no:^-S (^Jx.(i, ai^<ZrlB^o 1 

/2 5 2 1 g^'S^i:') timD-Ci^5t-r^-i:56^'-e^. ^ <D^m-&it^t^m (IVa) 1^ 
LTI^ 1 - 5 0 1 L < li^ 1 - 2 ^JV^Mi^T'^^o :^Km\tcm<0 

[0 0 3 31 



tliSE# 2005-3011445 
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^-v : 19/ 




O 

J-OK 



mi 4 ] 

W^O W^OTf ^^''^XJ) 

(Vb) 



(VIII) 



(VM) 



XS3 





v-0 



(lllb) 



«ik ib^ti (VIII) tfzi±^(Dm^. Y^)y9-y<t-r^^ti,zxy)^t^m 

mmX'$)^it^^ (VIII) tfzit^(D^mm'C^^:b^. ^^no:^-& m. n=m 
= 2X'm^n^^t^mimmi-^m^> ^T^i^^^^vX (Heterocycles) . 1 9 7 8^ 
, 11^. 2 6 7 - 2 7 SH'Sri^'] tCtpCTSIiiti-* Ci i:75*-e§ So 

> vMv:^ntf;VT5>', N-^ V 1, 8 -i^T^'lf n [5, 4 

^^V^^A^tl /,.h'^^W^^^So ^^.{^^-c^. ^.;^^;vT?^^, ti^' Zl"" i^l^. 
l^ffliJi'fk'g-tr (V I I I) i-=e;vtc*j-Lri^o. i ~ i o■=e;^^:g^ 0* U< i ~ 

. ^-T^^^m i'J^y^^^y. ^y^^^vuy^y) . w-^uvy^m^ 

aiiE# 2005-3011445 
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^-v: 20/ 



vyy-h'imoiiimMit. it^m (VIII) i^^w^^L-rito. i~io^;v^:^ 

10 0 3 41 

(X^2) 

«^t±. 'fk'^«l^ (VII) * ^s:li-eo^=Srs ^ 



[<b 1 5 1 

B(OH)2 
(XV) 



^^J^fu:>l-i (Vb) «rSt7£i-*XS-e*^o . A 1 

9 9 5?. 9 5^. 2 4 5 7M'fct'] ICiH CTlf d - iiJ&^'T'^ . ^^O^tf, 

-^!lt;(vii) i^;vic^LT. 1^0. oooi~i-=t;i'^fi. Sf^L<iil^o. oi~ 

0 5^;V^fiM, U5!f> KC9i£fflSt±. 'fb'g-ii/ (VI I) 1^)VKMLX.^ 

o' 0 0 0 i~4*;v^l-. »t L<J±i^0. 01~2^;v^l:^K. 

, ik^tl (VII) i^O. 0 0 0 1 ~4^;vSS> Sf^L<li^0. 0 

\ ~ 2 ^;w^M)^"t*^^o ^. 

y V7'nvf;V'T$ N ^^v^^V^ V 1, 8 - v^T-9-'if -> n [5. 4, 

A ^)ymtVV^^. .jy^r^/'j^A, 7Xm^k:^>'J>i/A. Tfcm^k^V-^i^^i:) 

■ b^v^F. ^>i;^AJ^h^vK. ■:^^V'^A-t-:/^^vK *';>i'A- 

t _^|.:^-> K^S; t') . t;^:^ V v^vvi^ K (U^>^Av^->7V ■:hh';'fAvv7V 

A U > V -i^A, y)ym-^')^^^J:^<^T)\^iJ')^m^> ■}- Y ^) ^ A- t h ^ 

->V V -^A- t -^^V^v' K^^^*^^-*^* '-^^^^-'^^^'^'^ b j:.'^ ;i/ T 5 > , 
V 7°n e;VT ? ^'S: t'(DmWT 5 :^^55: 2f*5»ia-e*So :^^0'(^ffiS:l±'fb'g-iil (V 

II) i^)ViznLxmo. 1-1 o^;v^i. «ft b<tiiS^i~5^;v^MS-e*;5> 

1 ^2-v^nnj:^'/=5:ir) . - h (T-fe h ^ b U i^) . ^-^i^fi, ^^^'fl 

hVj:-i5'>'. 7-b9liKn79V) , T;W3-;vm OiJ'^-^V'^ jr. y _ fc-) , 

ffi|E# 2 0 05-3011445 
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^--J : 21/ 



~2 0 CC. L<t±I^O~l 5 0'CM-e$)>)> Sf&^^ti, ®1if> 0. 5 ~ 4 8 B# 

[0 0 3 51 

/ ~p j ^g 3 ) 

:^m^iMt^^ cvb) ^myK»mi,zi^i-^ti.zxy)i\:^m (ivb) -v^mi-'&x 

[00361. 

(Xfi 4 ) _ . 

:^Ki^^itit^m (IVb) i/iti-ec^^i:. ^ 
['ft 1 6 1 




(XII) 



;h^t\,zX':^X^t^m (I I I b) «rS!iat-f SI^-C«*^o CSOX@3t::WB 

[0 0 3 7] 

(X® 5 ) 

^tc^lDti'fb'^*^ (I I I b) i:. ^ 
Z — L^(XIII) 

ticioT'fb'^iij (lb) imm'r^j:-^'^^^o ^:r.mt. c?*<^xS4 iibBIcL/^:^ 

[0 0 3 81 

(X^ 6 ) _ 
^z^^CDti^b-^Jfe (IVb) f /cti-e-'^^i:. ^ 
I'fb 1 7 1 

J© 

(XIV) 



z 

HN^Y 



;&ii:m:oT'fk>^!^ (lb) ^r^Tt-rsXS'C^So M^ti. Cft<^X^ 5 H^sv^T 
[0 0 3 9] 

fitjiifflv^fbtt;!. j:9'^««^-e^S^tLTv^T^> iv^o co^^. K^m^^ 'J^^kjbv 

^(DXd^J^Um&tLXit. 'P^JK.^^^ Wiley-Intersciencettl 9 9 9#TU TProtective 
Groups in Organic Synthesis. 3"* Ed. J (Theodara W. Greene. Peter 

G. M. wuts^) \,zmm^fi'c^^^i><oi)^mt'fh^i>o 

r^y&(D^.m^tLXit. m^i£> Ci-6t;v^;v-*^1'*— (r 

-fe^;v ynii^^;i/^35:i:') > y :r.=-}V^ )V^=^)\y^. Ci-e T^V^^v- * ^l'* 

mSEW 2005-301 1445 
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^-i^: 22/ 



ynlf;K i-^ne;K n-r^^v, t - ■7'f-;v*=fe t^) , ^ ^^^^^^ !; 

tt-rti, -^xif, (7 7*, mm. 3^mm^^^t:) . ^^^^^^ 

Umm(0'm^ii. -Sr^^TttiWiley-Intersciencettl 9 9 9¥TiJ fProtective Groups 
in Organic Synthesis. S'" Ed. J (Theodara Greene. Pl^^^^^^ft '^"^^^^ ?^ 

;v:^>'m, h;i.i>';=^;v*>m, v^-fm> 7-7-;vm. -rv^:^m> ?s^m^^t) > 5 

>fb'^% (I) 1£gM'&#> l^^^ff St'^IifS: / 

(I) ttT^^^tt*ti:«>tc, ^^^^'^t^f^'^t^tf-^ 

tTz.t7^x^^o m^i£. ^t^m (I) K^^^^i^^'^^i-^^^r^i^^ mt^^^^ 

mU^2 005-3011445 
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^-y : 23/ 



J?, r U ^ -7 - e> tt;5, o 

+) -m^m. (-) -m^m. (+) -i-^^^-^f-^^r? (-) -i-"^^jr 
i£o ^^^^W^1=^-=^^^*9■7^-oJ^^, enantio-ovm Ci^-^-^-^i^^^*; 

l£if7.ir^-rV^yy-^~<Dm^. C P - C h i r a s i 1 - D e X CB (v-J-^V-^" 
^ 9 i 5 S ^l^^^tt^^S^^ «fc ^ ^ ^ ^ ^ ^ ~ '^^'^'^ 

r^y^^-r^m^. m^t^m t^^m^^^^mm (mtpa Ca-^h^v-^- (h 

y :^-)\^W^m^£t'^ > (-) - ^ b ^ i^') ^J:t't^m^^ 

[0 0 4 21 

mm. w.nm. Km-m mm.m. mate's: t^) . 7X^w^^. it^j^^^^i^T&'^if^ttSo 

If) /Nn->*>'fbR'ft7X*^ (v^iJ' nn>< ^ n n 5}> ;v A 'S; i:') , l&Sl^'fkTK^^S C 
5 Ym (N, N-v^^f^-'V'-^^l'AT^ K^Srif) > J^Xx^^fP (f^m-^^^V'Sr i:') ^ 

miE^ 2005-3011445 
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^-z^ : 24/ 



immmi. m.^M. m^immt^.m^^ (^-f mp-5 o odm) ^^-^ds 

C C/T^M^S^S^^) mm. (SEIKO. EXSTAR 6 0 0 0) ^'grfflv^-Cill^^tt 

wmi± : 4 OKV ; m-mm: 5 omA) ^fflv^ r int2 i o om (a^m^) 
lifi^mm (s^JRtt. ftis. mm) > ^^^m^to t^-i^tL, gut L-c«iie)T>tffl 

7^; flfis^. ^^m. m<mm^. ^mnmm^. mi±^^t^\ 

^)va^ K-->7.. mi^m. mmnm^. mm. mAWi^^^^i^^^ m^m^'&LmmB. 

ffiSE# 2005-3011445 



JRfM 2 0 0 4 - 0 0 7 3 7 3 ^- : 25/ 

\7) m m^ii. ^5^14* /^ti 11^14 ttfSiB^^. mm. w 
, ^i^s (^n^s. mm. Em) . ^^t^s^ mmum to^> 

5^ ^-smm) . ^^^> ^^'^ ^"^^ 

mmk. mm^m. ^-sM. ^wmmm. wm. ^^^m. m<^4^&M^> 
>v>^ ^n^^y7:.;^> • ^mm\i^mmw^tm (als) > ^^^^-^^ 

m. i^mmm. m^&m. ^%m^. B^^x^mmm^j:ti 

^klSoS ifiL««-t#. #iflL^iiin^, M^^mmm. ge^^^^mtt^ifli. 
iii) ^A^^^m c^^'^^ i&m'^m. ^wmm. ^s^«. smrnm.. 

fLm5^m«: if] 

|liIE# 2005-3011445 
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^-i^ : 26/ 



vii) m^-iis&mttBi^-i^i^^m c^x.(ir. sfcimM^ ^^'m-^^i^^- 1^-9-'-^ 

viii) iSiiJ^P 

ix) 'lttt5!^^iSli^^ ^ ^^«.^4^^„ 4KEB Kit 

:$:^BJ^gmM^±^ ^^ijcoMi^jsi^T, m^if> mm. w^B. ^m.. nm. =1-7- 
9 - 2 6 3 5 4 5^<i::m^z%m<Dijmzm-r^^t-^^-^^^o «„^,^^^.„ . 

i^=#$tL#*@#. f«J^{^^ m.m\ m^i^. ryfy. fim. ^m. ^^^^^^r"!!; 

<ti*^0. 0 5-1 Omg. $e>t^§f* t<li*^0. 2~4mgSrl~3liIt-^3'#Ji£^-C 

ffiiEilt 2005-3011445 
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^-'j : 27/ 



( 1 ) '|^>^^to^^J 

- ; ^ ^-^'J ><^7^^'^ ^ INS-l#) 

>\f'{t^(D-^\^^ ymM. JTT-501. MCC-555, YM- 4 4 0 , G I - 2 
6 2 5 7 0, KRP- 2 9 7. FK-6 14. CS-01 1^) , «-fif'^J"J? 

^ K^J •7:.:-*;v5^. , j^;^*^;^^^ VT^'l (^J 

p_\ ^^^,;-V^) y^^^v;V^7'^^--lf I VPfiWJ (^0> NVP-DPP 

- 2 7 8 . PT- 1 0 O/P 3 2/9 8^) . /? 3T=f-;^ h (M. CL- 3 1 6 2 4 3 
, SR- 5 8 6 1 1 -A, UL-TG- 3 0 7. A J - 9 6 7 7 . A Z 4 0 1 4 0 2) , 

6 r ^S'-■^fla#^J, ^)i^iJ^ytSin.Mm) , SGLT (sodium-glucose cot 
ransporter) m^M m. T - 1 0 9 5^) 

( 2 ) m^m^^w^f^mm . . , ^ ^ 

^/yi?)VU7.^ y V. Vl^y^i^y h (SNK- 8 6 0), 5.i-}l^UX^y V (AR I 

- 5 0 9) . CT- 1 1 2^) > ^mmmm"?- m. ngf. nt-3^) , agepa* 

m ALT- 9 4 5, > ^■^J-^^-'^ N - :7 ^ ^Vf- T V V A 

n5 k\aLT- 7 6 6) , EXO- 2 2 6^) . C^^. ^^^) 

7-fr9-b> U 7 >f h^) 

( 4 ) J~p -^jj 

T^'i-'^^^v^^^^^Pl^Si ii-:r\^^))\^. s^i-v^V)i^. ^^'^'{^^^1 

yyi^tT^yi^yimmi m. i,yr^r\^9y 'yx^^^^iym) . * 

]vi^^j.^m\ -^-'J^y. TAviv\£y. ^*::ii^e>'. 

(5) mmmM . , _ . , ^ - „ ^ 

miE# 2005-301 1445 
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^-v : 28/ 



3 73*->^ h CL-316243. SR-58611-A. UL-TG-3 07 

AJ-9677. AZ 4014 0^) , '^"^^ mAWfOlK V^^y. CNT 

P L - 1 5 8 4 9 ^) 

5V^) . TV-fe5K. ^'vv;i'eK. x.^i7^)yn. \dv^=-Y\ rp<i5^-K. 

\W) ^ ^yT^-fy^y. *>**:^9f-^'> j:.h5K^i/K^. ^;&^T"i> 5 -7;v:tn -j; 9 v 
^#t'^ ^ y )vy a y ^ ^\f^lt^>t y }vy u y^o 

mit<nh&^mm m. vy^-ry. 'yvy^yy. ^v^^ym) ^ f Jf-^^f'^ 

X-nhfi^^^ ViJ^y (^^ ^ >^-7in>. ^ >i5'-n^dr>' (I L) m) .^"^ 
K IL-2^ IL-12^0 

ij )V . ^yuuV- (Journal of Clinical Oncology) ,^12^. 2 1 3~ 2 2 5H> 
1 9 9 4^] . ^ ht^n^y^ K^^^J. 7- Y yyc Yuij yi-\£ J - )V^mn {-Xmt^^- 

. p}--/ . ^^y^~ (British Journal of Cancer) . ^6 8^, 3 1 4~ J 
1 8H. 1 9 9 3¥] . I GF- 1, v^ti^mSt^S-T^S^-^* 

;i)TNV-a. L I F. iL-6. -^y^ys^^ymz-mrh^^^o 

(10) t^ife^J , ^ ^ * ^ 

-^m.m\ -(yy^^^^yy. ^y^uy:^y. u^v^uy:^y^ 

( 1 1 ) '^'Itll 

M^kIa»^lJ(^J^ ALT-711^). Wm'^^'SMm. Y-128, VX853. prosaptide^). ■=f 
-594) ^y K-fe V vS^'ft^JSia:^ (M^ ABT-627) . ^ ^ T ^ yM^ ^^^^^'^m. > 

7-7 k;v), > K-;vt5 iM. yn^^^y. ^^u^^^y) . 

mn-^MU . gaba^w^^^i*^ m. ^^^^-<y^y) >_gaba 

m io-f^^'yy) . •7-07^^ y^-r-^cimn m. ly-3 3 3 5 3 d . 

^>VvT-ft:>^) . -y)\^r-ry ^ )\^) 

aj|iE# 2005-3011445 



#M 2004-007373 



^-i> : 29/ 



-2'^mtTZ^9^^7.Y. RlV^Phmx^mm (^^•^-tf;v, •j/K-t'v^v. ^^y-y:^ 

V n 5 y ;^ h ) 

10 0 4 71 , . V - 

^u^)ynt\^x\U mpL\t^ ry-xjy^y^ Ts-^^^y^y. ^^^Y^\^y. Yxiy^ii^ 
A h ^^v7*^-^. -/ntr^U^, iJ^V7a.-^^^>'> h;vxn 

^mki^^-fetr^^ mm> ';-^^v7^-v^^x m:t^v:7-f-^>', 

NK-2S##:T>i5'=J'-^ b fcUTti. fJxtf, GR159897x GR14986 
K S R 4 8 9 6 8 (saredutant) . SR144190. YM35375. YM3833 

6 ZD7944 L-743986,MDL105212 A. ZD602KMDL1 

0 5 1 7 2 A, SCH 2 0 5 5 2 8. SCH 6 2 3 7 3 , R- 1 1 3 2 8 I ti^ }^<0\£-<^) 
VymM^'W- RPR- 1 0 6 1 4 S^Jif^^^-il^li K-;v^*#^> SB- 4 1 
4 2 4 0 i-£ }^<D^ y U ymm^^ ZM- 2 5 3 2 7 0 ^ tf a n U 5 v VflS^, M 
EN 1 1 4 2 0 (nepadutant) . SCH 217048, L- 65987 7. PD-1 4 7 

7 1 4(CAM-2291)> ME N 1 0 3 7 6 > S 1 6 4 7 4 i^O^-V -f K-^"/^ Kil##. ^ 
(^D-ftH GR100679. DNK333> GR94800. UK- 224671. MEN 

1 0 3 7 6, MEN 1 0 6 2 7> * :t{J:-etLibOi^* f 3&*^tf fettSo 

H-e ^if^cI5g^$tl'S:v^75^ ii-^. ^n^^-CPSM^i^ 1 k g^m^/i>)^0. O O 5~ 
1 0 Omg. ^tft L< fiifi^O. 0 5-5 Omg-e^O. Sl^Sf * L- < ii*tJ 0 . 2-3 Omg 
-e* Ox -tt^lrii'tl H 1 -3 111^1 :9-tt-C^#-t*o . ^ „ ^ 

mWE^ 2005-3011445 



#M 2004-007373 



^-P: 30/ 



fz t7L\mU^^'C-m^'^m 1 k s^m.hfz O O . O O l - 2 O O O m g . $f 5 L. < 
{i*^0. 0 1-5 0 Omg, ^^i;tif*L<(±, *^)0. 1-1 0 OmgSK-C*l9. -^^^r 

T ^ / ""F ^ 4^ 

0 005~l00mg/kg^l, BJ:t L"C^P^-^i"^o 

j:-Q-ci=iiSi-^*^ a-^^ WM^m-nx^xo. O 1~1 O 0S1:%> O. 1 

LC(Thin Layer C h r o m a t o g r a p h y > h 7 

c k) ttl^coe 0F 2 5 4 ^ffiv^. 7 A n-7 b v 7 ^ -T^ffi^ 

) =&ffiv^fco gi^t^-scotia-t^tii or^o-ibs 5t:<;)SS*^B^-r*o ^e>t-, wtam 

> I' is * K&-^ iJ^T <^ si * * o 

LC : ?K#i^n-r h^^^-f- 
E S I : V ^ b ° ^ "^^ ^ ~ * ^'f'^^ 
^ B u : t e r t t 
B o c : t e r t -rf-;v:t^->*;v'K:^;i/ 

r e I : mnmw 

R f : U 3^ - T'- V 3 7 T ^ - 

R t : U r >' 3 >' ^ ^ 

N : M'^M 

MP a : ^ *v%°;^*;i^ 

w t % : as^^'-'fe^ b 

DMF : -J>^f-)\^^f^-^T^ K 

THF :xb'7liKn-7-7> 

DMS O : v'^ f-''^^^l^'^^'> b* 

1 P E : vyn tf;vj^--r;^ 

CH2 C 1.2 : :^<b^-^v^ 

Hi|iE#2 005-30114 4 5 



#Si 2004-0073 7. 3 



^-v?: 31/ 



E t 2 O : vJ:.-?^;!/^.-^;^ 

HOBt -HzO: 1 -k Kn^v^^^y'h V TV--'V7K^n!^ 

WSC-HCl : \-:i-^}V-3- (y^f^;V7^ ;V;J?vM 5 K^^:^ 

E f3 N : V V-xf-;VT? > 
B o c 2 0 : -Rmi^- t e r t 
[0 0 5 01 

^M^a. ##^Jtl*3lt^LC-MStiJ':J.T<^^#t'J: '?S9^t/io 

HP LCg|5 : TV htt HP 1100 
MS§B : "^'C ^ ZMD 

:i^7A:CAPCELL PAK C18UG120, S-S^m. 1. 5X35 mm C 
^Si?:Am;0. 0 5%>U7;i';i-nf^m#^7X> BfK;0. 0 5%h';-7;v:t-n|^m 

^^vvj.;- : 0. 0 0^ (AvWB?^= 9 0/1 0) . 2. 0 0^(A^^/B 
?S= 5/95) . 2. 7 5» iAm/BW.= 5/9 5) . 2. 7 6^ (A?5i/BtK= 9 0/ 1 
0) > 3. 6 O^S- {AWi/Bm=9 0/10) 

•?iXfi : 2/u L. »lEi^ : 0. 5mL/mi n. ^ffl* : UV 2 2 0 nm 

M S ^f^l^ 

^ y^tm : E s I 

[0 0 5 1] 

fi^^n : mmmf^m class-vp^'^^ta 

H P L C 

Iner ts i 1 ODS-2. CAP CELL PAK C18UG120. 
5// m. 4. 6X150 mm (GL Sciences Inc.) 
£#.:Af^;0. i%b'J7;v*ai^^#:t7K. Bfgc;0. i % b >; ■7;v:tn@tm^^ 

h-9--f : 0. 0 0^ (ATS/B?i^= 7 0/3 0) . 1 5. 0 0^(Afl^/ 
B?^=l 5/8 5) , 1 5. 0 1^ (A?S/B?t= 5/9 5) . 2 0. 0 0^ iAm/Bm= 
5/9 5) . 2 0. 0 l:8- (ATg[/B^^= 7 0/3 0) . 2 5. 0 0^ (Af£/BfK=7 0/ 
3 0) 

ftA* : 1 0 A/ L> mii: 1. OmL/m i n. ^tbS : UV 2 2 0 nm 

##^lC^tt-S>^l^H P L C i ^5ymt±mT(0^#tl cfc 1? fi^ -p Tto 
*vA-YMC CombiPrep ODS-A S-5;t/m. 50X20 mm 

^f7v.c>>-9--ri5';w: 0. 0 059- (AfeL/B?6[=9 5/5) , 1. 0 0 ^ (A?5t/Bfe[ 
= 9 5/5) . 5. 2 0:9- {Am/Bm=5/9 5) , 6. 4 0^ (Am/B?g&=5/9 5) 
.6. 5 0:9- (AT£/B?g:= 9 5/5) 6. 6 0 ^9- ( Afl£/B 9 5 / 5 ) 

iTbil: 2 5mL/m i n> ^tiiiS : UV 2 2 0 nm 

[0 0 5 31 

" (3R* , 4 S* ) -4- [ [ [3, 5-1^^ (nj7;v/:tn^f-;v) 
p!;;vj3?'-;u] - 3 -7 1 -^^v^K^^^ t e r t - 

ttJiEilf 2005-3011445 



#11 2 0 0 4-0 0 7 3 7 3 ^- : 32/ 

(3 R* . 4 R* ) - 4 - [ [ [3, 5-1^:^ ( > ') "7 n p< ^y'JJV] 75 
y] p:7;v>k'-;v] - 3 v^-'- 1 -:*-'^*'^^t e r t 

2. 3. 6-xb9li KntfUi^>-4-*;V*'>m^^^^ (3 2. 

2 g) i3ii;^3'><kli (I) (7. 6 2 g) <^E t 2 0 (2 5 OmL) ^ " 1 Op 

-ei mo 1 / L7^->'^^iJ^^-«v'>Arn5 K/THF (3 6 OmL) ^m^^':> <^m 

5 i-^^;v-3-7-^;vi^-^';i^>-4-*;v.K;^m^^^v (3 7. 

(X^ 2 ) 

X®l-e#?.ti^-?ft'l^t) (3 7. Og) coi, 2-v^nn^^>' (1 1 7mL)^| 
r^aa« 1 -i^nnj^-^;v (2 1. 4 g) ^iinx., l 0 O'CX- immmWLfzo K 

mm.^^im.s.Ti.zmm\.fz^^ a^tc>^y-;v (i somD ^ ot:-^!^ 

llEt3 N (2 OmL) i3XlfBoc2 O (4 6. 4 g) tiQ^. f f T ^ l£2?£i; 

7A^nvb^77^- a#i«^SB; 5-1 0%Sm^^^v/^^-^>^) 

-t-^CfclcA 3 -:7i^;n;'^'; v^- 1 . 4 -v :^;V'i^'>'m4 - J--^;V l-ter 

t-T-^^vCso. og> 9 9%) )f^->^i5iy^b9>;^ts^%fc tT#pp^L7to ^t-fe^ft 
ii2-e#p,tt/c-?ft>yt!» (5 6. Og) ^ °°'^LS?!:!^!*?1£ 

*>J^A7K^?i^ (3 7 5mL) SrUnx.. 5 0 t^T 8 Nf^^^ L^Co RJSrS-^t/ * ^ ^ m 

mu-k^yK-C-^^ • ^mk. «§:«mTH^*i-^ - i; Hi 0 1 - ( t e r t 
hi^->*;v*'^;v) -3-7x-;ve^V v?'^-4-:«^;V**>m (3 6. 7 g, 80%) 

^xl3T'#ibtL^^efe«&* (4. 6 0g) <DDMF (4 5mL) v#iSHWSC-HC l 
(4 31g) . HOBt (3. 44g) i3 i 0^ [3. 5-1^;^ ( h U 7 n ^ f-;V) 

(4. 4 0g) i-mk.. Mut^2mmmwLfzo ^^^^^^^^tf^^^ 
YiT^y^- mmmi; 5-1 o%»-:^^^v/'-'*^>) ^ftt:^iz 

(3R*, 4S*) -# (->;^#) <^)m<k^t/ (1. 35g. 17%) 
t L-C> (3 R* , 4 R* ) (h7>'^#) O^'fk'&tl (3. 7 1 g^ 4 6%) 

(3R* , 4 S* ) -#:MS (ES 1 +) -.4 7 5 (M-* Bu + 2H) 
Rf = 0. 6 8 (5 0%B^m^^^V/^^-i?-V) 

(3 R* , 4R* ) MS (ES 1 +) : 4 7 5 (M- * Bu + 2H) 

Rf = 0. 6 3 ( 5 0 %S^^J^f-.'V/^^-9->) 
1 t |SI#IC LT. a 1 O'fb-^'l^^^^^-o 

10 0 5 4] 
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^--J : 33/ 







MS (ESI) 




rsR*. 4s*) -4- c [ [3. s-tr:?^ (h'J^ji'^cjpt^';!/) 
'^^-t-n] y^y] A;;i'5}^->i-] -3- (4-7;i.^d 

— ii ^ i-'-'^ M i — '*iiL3Kl4iS tart "^y^tv 


493 
(M-*Bu+2H) 




(3R*. 4?,**) -4- [ [ [3, s-tf:^ (hV7A'5to;»t^^) 
r^^] ^;u?H=;H -3- (4-7J^Jo 


493 
(M-'Bu+2H) 




(3R* 4S*) -4- [ C [3, (h'J:7;U:tD;>J^;V) 
^;U7x:=.;L') t^^V 1 -^7Jl^'}Ofi2 t © r t-7^JU 


507 
(M-'Bu-«-2H) 


3 


OR-. 4R*) -4- [ C [3. (b';7;l/:tO/J';l.) 
x=A-) 1 -*7il-^^>IS t e r t -•y^iU 


507 
(M-'Bu+2H) 






421 
(W^*BU+2H) 


4 


(3R* 4R*) -4- [ C [S-P^^^W-S- (hV7JV:^nj?« 
^i; 1 text ~7?-«' 


421 
(M-*Bu+2H) 



. 3 -7^ - 1 -ijf^i^yWt e r t -T'f^ 



[0 0 5 51 

(3 R* , 4 S* ) -4 

'^^#'^Jl-e#^;Jx/c (3R*. 4S*) -'^ (0. 8 6 g) OTHF d OmL) 
r 7T'J-^A- t e r t-rh^vF (0. 3 1 g ) i5 i 0^3 -i.'fb;^ f-^V ( C 2 0m 

Jf^;;UT : 5) liT^^-«^i-^ii:t'J:»)^®^k^® (0- « 9 g> 99% 
MS (ES 1 +) -.4 8 9 Bu + 2H) 

[0 0 5 6] 









MS (ESI) 


6 


(3R* 4R*) -4- [ [[3. 5~t':^ (^ "^^^fj^.f .^i'^ 
1 -j!7JU^>^t e r t -7>9=-;l' 




489 
(M-'Bu+2H) 


7 


f3R* 4S*) -4- C [ C3. (b'J7;b^Dj«^^^) 

tr-^ 'J s^v - 1 -^7;U^^K t e r t --/^^v 




507 
(M-*Bu+2H) 


8 


(3R* 4R*) -4- [ [C3. (hV^ii/^te^-^^H-) 




507 
(M-*Bu+2H) 


9 


(3R* 4R*) -4- C C [3, (b ';7JW^n^^;i/) 
^^v^iC] (?A)Tsy] ti^^t-^Z?- 




521 
(M-'Bu+2H) 


10 


f3R* 4S*^ -4- E [ E3-^^JU-5- (bV^/U^tp^ 
iS-yi-y- 1 t e r t -T-^JU 




435 
(M-'Bu-i-2H) 


11 


(3R* 4R*) -4- [ C [s-^f-j^-s- ch»;7;u^p^ 




435 
(M-'Bu-i-2H) 



[0 0 5 71 

^?-i'y;i.-5-7:.-;^-i. 2. 3, 6-xh^t.Kni-uv>-.4-*;v*"/ 

(IC?S 1 ) 

tiiIE# 2005-3011445 
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^-v^: 34/ 



TK^-fk^ b A 0. 7 6g) C9DMF ( 2 0 m L) 1 

)l,^ 3-t^y^^V'J>-^-*}^^y^^^^^ (3. 3 2 g) * Or-CiJDx.^ 5^Pb1 
^#Lf'o N-7i-;l'tfX( h U 5 K) (5. 0 g) SrtJDx.^ 

;^)i*7lc*3J:t>'ISfnM7KT'^^L. ^^^^ MS T tc^* t /io mhiitznm<D 

(5 0mL) :B J: 1>^7X (3mL) ii-^T^l- v K° ^ ^ ^ ^ (2. 3 

2g) , (1. 75g) i5ir;^xh9^;=^ (h u 

-7-? A (0) (1. 4 6g) ^Jnx. T;w:n'y#H^Ti 0 or-ei 4BfrBm#b/co K 

^Sl • iWSl-t-*^ l-i *5 1 -^^v^V- 5 -^i^-'V- 1 . 2, 3, 6-7->vl;Kn 
j^-,; 4 (4. 0 2g) :d«Tjfejlfer4*^t% ^: L T# f? ttfCo 

Xni-^'^iofifzit^m (2. OOg) <^mm (5. OmD jsitfi^^ (5. OmL 

i iPE'c-^y^Lxmmit^'^ (i. osg) 7)«6fe»i: u-c^btt/co 

MS (ESH-) :2.94 (M-HC l+H) 



10 0 5 8] 
1^31 






MS (ESI) 


13 


l_^i^*p/l,-5- (4-7^-^07 x-AO -1. 2. 3, 6— f-h^. 


312 
(M-HCI+H) 


14 




326 
(M-HCI+H) 



[0 0 5 9] 

r r ro 5 - tf;^ ( > V 7 JV:*- n ^ T5y] :<;;i/^'^;v3 -5 

-yA)V-2\ 3. 6, 7-xh9V.Kn-lH-T-fe-l^>'-l-*^V"^*>m^^^v 

(Heterocycles. 1 9 7 8 ( 1 1 ) 2 6 7 - 2 7 3 ) i 

5mL) Ml^iTK^'fb (6 0%ffitt. 0. 2 0 g) ^1iW^. SiS-e 3 0 ^ 

-Y) (1 8 7 g) ^]bn£> m.u.x^2m^nw\^fzo ^]Bm.%m-^m^^itTy^=-t? 
m^m (b. 4 9g) ^^/co nhfLfz^mm (o. 4 9 g) 

0 4 4 g) is b 7^:^ ( V 'J ■7i">'V'i^>^:7 ^ >) 7N°7 v':^ A (0) CO. ^8 
g) *jqx. r^v^y^m%Ti^or:xi^miiW^\.tz. l^^f^^^^ 

-y:^^)V-'2, 3, 6, 7-xh7t:Kn-lH-7-b*li>'-l. 4-v*;v*^m^ 
i^;l/75MO. 4 9 g) M-fe^Jbci^i: b"^#'^^^-o 
(X^2) 

mffE# 2005-3011445 



S^m. 2004-007373 ^- : 35/ 

urn 1 X-nhirfz'it^m ( l . ? g) O l NM^IH- VV^-i^ (lOmO C/^J-^^ 
(3 OraL) rl'^»^2 OBtr^^M^ict^wo KJ^'rl-^t/^Sri^aTi^zt^i 

m.(ODMF (1 5mL) mm^ZYI 3 C • HC 1 (1. 5 4 g) > HOB t (1. 2 3 g) 
i3j;lf [3 >; ^JVjf-n^-?^;^) ^^v^^v] > (1. 9 5 g) =&r7J^x^ 

Tiz^^-r^^tKx^mmit'k^ (i. 2 5g) ^^sifeT'vXAB^Bfcu-cif^tLfco 

MS (E S I +) : 5 1 5 (M+H) 
10 0 6 01 

(3R*, 4S*) -N- [3, 5-^^ (b'J ^iV:^ n p< -N-^ 

##'^j5-e#f.=}tfc (3R*. 4S*) -#(0. 4 9g) H 4 Nmm/I^m^ JM# 
m (0 9 OmL) *Bn£. 5 0 ^T' 2 ^P^4t# t^c., KJ^^W^^m^n&T iZ^Bi^. v 
^ V7'ntf;v:i:.-f-;v-C^B^B'(b-r-2>- tHJ: i? M'fk'a-t»)«'-'efe©5^ (0. 3 9 g. 9 0 

%) t X^X'^hMzo 
MS (ESI+) :4 4 5 (M-HCl+H) 



(3R*, 4R*) -N- [3, 5-tfA(h';7;v:tn^-^;v)^:^i^;v3 -N->f" 
3 _ 7 'j^ - 71/ If »; > - 4 - * ;V''3?^'9- 5 K MWiM. 

R* , 48*) -N- [3, U ^i^v^^l -3- ( 



(3R* 4R*) -N- [3, b-^y^ 7;v^np<f-;v) ^yV}^] - 3- ( 
4 -7;l/^D7i^;V) -N-^f";Hi°^V v>-4-:^7;V.-^-^-9-5 F 



"(3R* 4R*) -N- [3, 5-V:X ( h V 7 n p< ^>v;v] -3- ( 

^^Is*!* , 4S*) -N-^-^;v-N- [3-^f-;v-5- (b'J7;v^o>5^;L) ^ 



"(tR*. 4R*) -N-p^^;V-N- [3-^^;V'-5- ( h V 7 n ^ ^^V) 

^ - 3 - 7 X -;Hi U >^ > - 4 - 5 F 

10 0 6 11 
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^-'J : 36/ 



Q Me 



R -N. 




#^ 








J© 






MS (ESI) 


1 


H 


H 




X) 




H31 


445 

(wmci+H) 


2 


H 


H 


.a 


JO 




K)I 


445 
(iWI-HCW) 


3 


H 


H 








H31 


463 
(M-HCl+H) 


4 


H 


H 


.or 


xf 




HOI 


463 
(M-HCI+H) 


5 


H 


H 




Mb 




HDI 


477 
(WWCI+H) 


6 


H 


H 










391 
(WI-HCI4H) 


7 


H 


H 




X) 


ix. 


H3I 


391 



10 0 6 2] 

^^mi 2X^n'hfi'tz^t^m (0. 5 0g) (TD^jb^^-^V (3. OmL) mUi9 0 

x:iimmmwLi-zo KBrnm^ms-T^mm^k. whfitznm^T^Y-y^))^ (20 

mL) r^mm^^. Eta N (O. 9 6mL) i5XX/ [3 & "5^ /^'^^^f °^ ^ 

->i;*y;v*7Ai^nvhi5^97^- i o-s o 

i^zx^m-mm-r^^tKx^mmit^m-Amn^^-^^ (0. 7 0g. 8 6%) tu-c 

MS (ESI+) :5 3 3 (M-HCl+H) 

i_^>,:/;v_N- [ (1 s) -1- [3. 

] -N-^f-;W-5-7^-;v-l. 2, 3, 6 - x h 7 Kn tT U > - 4 - 



l_^-^y;v_N- [ (IR) -1- [3. (h.j7;v=J-n^^;v) 
] -N->^;V-5-7^^;V-l. 2, 3. 6 -x h v Kn i;>'- 4 - 

{ii|iE# 2005-3011445 
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^--J : 37/ 



10 0 6 3 1 
1^5] 



O Me 












J© 




MS (ESI) 


8 


PhOHa 


H 


XX JO 




HCI 


533 
(M-HCI+H) 


9 


PhCHa 




jOC X3 


A,. 


HCI 


547 
(M-HCI+H) 


10 


PhCHz 


(/?)-Me 


XX X) 




HCI 


547 
(WI-HCI+H) 



I 0 0 .6 4 J 

N_ ( b V 7;V':e-n^-^;v) ^y'J}i''] -N-^f-^v- 5 -■7i■:^;^- 

l. 2. s ', 6 — x > 9 Kci tfV V 4 - J^'i^'^-^^ K 



b^ksT-W^^/c^b-^il^ (2. 0 5g) Ol, 2--7^nn:c^> ^^^^V. 



ri^^nn^*^ 1 nn (3 . 3mL) ^^Mi^-CSDx. 1 0 0 rt? I^^m^l^b 

fzo Kmmm^n&TKmm^k. n^fitzmm^^ ^ y-^^ (somD ^f^f^^^ ^ 

OmL) K^m^^^ Et3N (0. 64mL) i3J:r/Boc20 (1. Og) frJPx.. 

«e=^l&fnm<kT>^^'>-«^7KY§?K*3J^^^«&^A^*"^*^5fe^^^ ^^^^^ r#^^iiti±T 

o%e^m^^;v/'^^^>') n-c^3-^- !it^-r*-i:i^i '3^^^^'^ (i- ^ 4 g)^ 

Whfifzo nhfitz-m^m (1. 2 4g) (1 5niL) J2lC4N^m/J 

(2. 4mL) 5 0X:x'2WfmWLfzo ^m^mi^J^T\^i^m 

;^ai!^S:;5,fl5li-;2>ii:Hi •3#M<b'e-t/*'efe«&* (1. 0 6 g. 5 7%) t LT# 
MS (ESI+) 14 4 3 (M-HCl+H) 

mmmi i trnm-i^-c. iikT<D^t^mi:nfzo 

^N-\^(1S) -1- [3, 5-ii*^(h V 7;v:tD>f-;i/)7a.-;v] j^^jv] -N- 
^^;v_5_-7^-;V_l, 2, 3. 6-T- Knei;>^>'-4-*;V^^^5 F 



N- [ (IR) -1- [3. (bij7;w:i-n^^;v) "^^^^^^^^tiir^! 

_^^;V_5_7^-;U_l, 2. 3. 6-T-h7liKOl:f';v>'-4-*;V#^-1f^ h 



MWl 1-1 3-C^#ibtL/c'fk'^!fe(^'fk^^it^{±^6<^®l9X-**o 
10 0 6 5 J 



ttiiE#2 005-301 1445 



2004-007373 



^-y: 38/ 



l«6l 

Me 



...-«*|r MS) 



§^ 








J® 






lyAS (ESi) 


11 


H 


H 




X) 




l-DI 


443 

(W^HC!+H) 


12 


H 










HCI 


457 
(M-HCl-HH) 



457 



10 0 6 61 

**11'r*"^4S*) -N- [ (IS) -1- [3. ( > 7 n ^ "7 

_ N - ^ 3 - ^7 ^ -;H::-^ 'J v > - 4 - * < K 

(Mi^'fk'^i^ : mmm 1 4 . js^tt'fb'g-^^ : mnm 1 5 ) 
mmmi 2x-nhfifz^t^m (o. 9 0g) ^J^^i ? 

g) C0ii5'/-;V (3 0mL) ^?0L^ 5 ^EEOtK^^S^T, 7 0 ^-Cl 6 ^I^^^ Lf; 
raL) tc^fi?$-iir E t 3 N (0. 3 8mL) is J: tf B o c 2 O (0. 4 8 g) ^M^. 

%|^^^f-;W/-.^^>') liT^^-fflM-r^Ctl^i»? 2m«<^vT^xV^-r-^^^il 

(0. 3 3g, 3 0%. Rf = 0. 7 7 ^^^^f±l'X2ylV^>^^ 
(0. 7 3 g,.7 0%, Rf = 0. 3 6 ( 3 3 %fi^®g.3^^;V/^*^ ) 

2 ) 

am 1 -r-^f fifzi&m^om'^m^m (o. 33g)<^>^^-''^(5mL) j2i:i. 

N^m/S^^^^^V^^^ (0. 6 0mL) ^M^. 5 CCT 2 ^ISm^U^o SDSM^ii^ 

=srMffiTiciftisim. iPE-cm^^it-r^^tKxy)mMit^m^B^^^ (^0. 2 8g. 

95%) t LT#P>tLfCo 
MS (ESH-) 14 5 9 (M-HCl+H) 
L C (R t ) : 1 0. 7^ 

D 2 5 =_ 1 2 9. 7° (cl. 0>MeOH) 

^— j-^g 3 ) 

j:mir-nhixfznmn<D^^i&^ (o. 7 s g) (d^^^-)^ ^i^'tL??!:^^ 

^^/@tma.^;v-^fgL (1. 3mL) *ljn^> 5 OVC Z^mWinLfZo S-fBl^^m^l^ 

KTimm^. I P E -c^^H-fk-r^ i t J; V) ^M-fk-a-J^J&^fi'fe©* ( 0 • 5 4 g , 8 3 

%) tLX'^hfitZo 

MS (ESI+) :4 5 9 (M-HCl+H) 

LC (R t) : 1 0. 5^ 
[o]d25=+i.9» (cl.0>MeOH) 

tBfE# 2005-3011445 



mm 2004-007373 



^-'J: 39/ 



14-15 tmm^LX. &.T<Oit^<^i^^^o 
(3R* . 4S* ) -N- [ (IR) -1- [3. 5-trj3^ {Y ^) y )Vtu y 

^^^s'r* , 4S* ) -N- [ (IR) -1- [3. 5-\£7. ( b U "7 n > 7 
-N-^-5^;V'-3-7i-;vtf'<'; v^>-4-:^;w**^^5 K 

[0 0 6 7 1 



l«7l 



R^-N A 




mmm 














MS (ESI) 


14 

(less polar) 


H 






X) 


A. 




459 

(wmci+H) 


15 

(more polai) 


H 


(5>-Mo 






A. 


ha 


459 
(M+ICI+H) 


16 
Odss polar) 


H 






X) 




K5I 


459 
(M-HCl+H) 


17 

(more polar) 


H 








A.. 




459 
(M+ICI+H) 



10 0 6 8] 

^fs^R^*^, 4S*)-N'»- [3, 5-1^;^ ^>>?;v] -N^ , 

*ife'e^Jl-e#'bn^>:'fb^% (0. l 5 g) iSit/E t 3 N (O. 0 4 4 mL)^OT-th 
:z.Y^))V {3. 0 mL) V->7^- b (0. 0 4 5 m L) =Srirax> M"e 

g^mJ^^^l-) li-C^SI • iKHii-^vliitcj: O^M-fb-^i^Ti^'e-fe^* CO. 1 4 g> 88% 
) fc U-C#(btt7to 

MS (E S I +) : 5 0 2 (M+H) 

(3 R* , 4 R* ) -N* - [3, ( h V 7 PV^^" n > f-;v) ^>v^;V] -N 

;V_ 5_7;^-;l,_3, 4 (2H) -v^*;^^^-^?-^ K 

ffl«Ei|* 2005-3011 445 



#^2 0 0 4 -0 0 7 3 7 3 ^->^ : 40/ 

18-2 O'r^nhfifzit^m<Oi\:^mi&^li0iS<DMnx-t>^o 

[0 0 6 91. 
1^8] 














J0 


mol*) MS (ESI) 


18 


CH3NHOO 


H 


.a 


JO 




502 
(M+H) 


19 


CHaNHCX) 


H 


.ex. 


X) 




. 502 
(M+H) 


20 


C2HN-CO 


H 


XX 






514 
(M+H) 



[0 0 7 0] 

*11^R*, 4S*) -i-T-b^;v-N- [3, (h.;7;v:tn^^;P) 
_NL^^;v_3_-7j,-;ue^';v>'-4-*;v**^-^5 K 

«^l-e#<b^x/c'fk'&!i^ (0. 15mg) *5^^Et3 N (0. 0 5 5mL) OTH 
F (3 OmL) mmt^'\tT't^)V (0. 0 4 2 mL) ^1]W^. M^^^^ I 4 ^f^m^ l- 

%) i:LT#ett/i 
MS (E S I +) -.4 8 7 (M+H) 

^^^R* 4R*) -i-T-fef-;v-N- [3, 5-^^:^ (hU7;v:^-n^^;v) 

-N-^f-;V-3--7:nr:;Vtf^V-7^>-4-:^^W'}^*^-9-^ K 
«'^J2 1-2 2T-#?>tlfC'fl:^tJ«^'fk^«^'±^9^®''"^'**° 
[0 0 7 1 1 
I«9l 

O Me 












J© 


t^ttWt*) MS(ES!) 


21 


c>tcx> 








487 
(M+H) 


22 


CHiCO 




X) 




487 

(M+H) 



10 0 7 21 

**^(3R*. 4S*) -1- [ (i-7-fef-;v^^vy>'-4-^;w) -N 

tiiSE# 2005-3011445 



#M2 004-0 0 7373 



^-y: 41/ 



^MWlT'#^tlfcfb^S^ (0. 2 4g) . l-^-^^^^'^,'^^^'r''7> ::*!-;?r^r 
ro 13 2) i3j:t>*E t 3 N (0. 0 7 OmL) <DDMF (5. OmL) mm^WSC 
• HCl (0 I4g) i^iJ/HOBt (0. I2g) im^.M^-^2AWW\mWLtz 

J3i|ti!i=Sr^fT-i:l^J; (0. 2 1 7 0%) tLX^ 

htitz 

MS (E S I +) : 5 9 8 (M+H) 

^^^R* 4S*) -1- [ (1 -T-fef-;l^^i^'J v>- 4 ^1^) -N 
-[ (IS)'-l - [3. 5-tr:^(> V ■7;v:^n^f-J^)-7:c^;v] a:.^;v]-N-^ 

- 3 - va;^;nf^'; -y^'- 4 -3!7;V'K^-9-5 K (®®'l4^k'^Jfe) 

^*^3^R* 4S*) -1- [ {i-T't^)V}£^')i^y-A-^}^) -N 
-[ (is)'-i - [3. 5-ii';^(b u 7;v:tnp<f-;v)-7i-;w] j:.f-;i/]-N-^^JV 

(3R* 4S*) -1- [ ( 1 -T-t:^;Hi°'^'J v^>- 4 -'f ^^) -N 
-[ (IR)'-l - [3, 5-e;^(h';7;v:tn^^;v)7a.^;v] jc^;k]-N-> 
_ 3 - ;utf/^<V 4 K (l&^l^'fli'g-JK;) 

^^Is^R* 4S*) -1- [ (1 -T-lr^;H:f^U v?>-4--f;v) -N 
-[ (IR)'-I- [3. 5-if7.(h V7;i':rn^f-;i^)7:n:^;v] j:.f-;v]-N->-f-;V' 

- 3 - 7 i ^ V > - 4 - * ^v**^-*?- 5 K (^^ti'fk'^ti) 



2 8 

(3R* 4R*)-1- i {I -7't^)V\£^V i^y- 4 -N 
_ [3, 5lif^(V V7;v:i-npif-;v)^^/v^;v] -n-^ 3 -^a.-;!/^^'; 
V- 4 -5!;;V5K^-9-^ K 

^^UR* 4R*)-N-[3, 5-l^:^(b V7;V:tn^^;l-)-<>':^^l'] -1- [ ( 

»; V - 4 - :^ jK^"^ 5 K 

^^?R* 4R*) -1- [ (T-fe-?-;^T^ y) Ttb^^l'] -N- [3, 5 - If;^ ( > 

ij7;v:tn'p<f-;v)-<>i^;v] -N-^f-;^- 3 -7x::^;nf-«V v':-- 4 

5 K 

(3R* 4R*) -1- t3- (T-fe^;VT^/) 7'nyN/'f;V] -N- [3, 5- 

}£^iYVy)\^txi^^)v)^>'J}v\ _N-p<f^;v-3-7:..-;n^-<';yv-4-:*;v 

^Is^R* 4R*) -1- [4- (T-fe^;VT5y) T'^.'^^L] -N- C3. 5-^ 

^^^l* 4R*) -N- [3. 5-}£7. (h'J7;v:tnptf-;v) -3- ( 

mfE# 2005-3011445 



#11 2004-007373 



^-v?: 42/ 



**^3^|^ 4R*) -N- [3, 5-1^^ (h'j7;v:rn^^;v) ^>->-;i/] -1- ( 
(3R* 4R*) -N- [3, 5-trx ( b U 7 ^ -^iV) ^'/v^;!^] -3- ( 

^^UR* 4R*) -N- [3, 5-vf;;<. u 7;v:tap<f-;i') ^>v;v] - i- [ 

(2, B-V^t^V-f v>'-4--r;V) T-t^;V] -3 - (4 -7;l/:tn- 2 - 

{3R* 4S*)-1- [ (1 -T-fe^;Wtr^V v^>-4 -'f ;v) -N 

- [3, {YVy)V^u>^^)V) -3- (4 -^^w^ta^^^^^w) - 

^'^s'r* 4R*) -1- [ (1 -T-t^;ni°^U v^-4 -^;v) -N 
_ 5-}^^ (h v 7;v:i-n^f-;v) -3- (4 7 - 

]Sf — b:^ »; V y - 4 — 5 K 

^^Is'r* 4R*) -1- [ (l-T-tf-;Hi°^Uv>-4-^;v) -n 

- [3, 5-\f;^(b V 7;v:tn^f-;v)-^>v;v] -3- (4 -7;v:tn- 2 -p<^^V7 
J. - N - ^ f-^V t"'^ 'J v V — 4 - jV'^i^'^-y- ^ K 

*^3^R* 4S*)-1- [ (l-T-fef-;vtf^'Ji^>'-4-^;v) -N 
^ V > - 4 — ^ K 

^^^R* 4R*) -1- [ (l-T-t^;vtf^Vv?>-4-'f;v) *;v*'^;u]_-N 
^ V > - 4 - * ^l' ^'^-9- 5 K 

] iN->f-;V-5-7^::^.;U-l. 2. 3. 6 - X h 7 K o l." V v > - 4 - :^ ^ 

1_ [ (1 _7-fe:^;Hi^i; v^>- 4 -W'JV) -N- [3, 5-^:^J.h 

1; •7;V:tn^f-;i/) ^y-^'^l^] -N-^ 5 -7 j^^-'V- 1 . 2, 3, 6-xh7k: 

K o ti° U y V - 4 - ^i/j^^-y- 5 K 

Hi&l^ 4 4 . . T ivT r /- 1 c N 1 r 

1 _ r (1 -T-bf-;^"^^ )\^) :^;V'*--'^J -N-L US) - 1 - L 

1', 2, 3, 6-x h7li KntTV >^:^-4-*-'i'^^-9-^ ^* 

HjiFfe-PH 4 5 , . n r c 1 o \ 1 r 

1_ [ (1 _7-b^;ve'^V 4 --f ^l') :^>'V*-''l^J -N-L UK) -1- L 

3^ (|, 1; 7a.^;V] - N - > "^JV- 5 - 7 a. -JV- 

12 3 6-x h9Vi K^ei; v''^-4-*;V^*'9-5 K 
kisio 2 3 -4 5-C# tt/c-fb-g-tK^^b^Sit^^* 1 0 ~ 1 2 19 o 

HiSE# 2005-3011445 



mm. 2004-007373 



^-v : 43/ 



[0 0 7 3] 
1^1 0] 














MS (ESI) 


23 


L JL ^ 
k>y H 








598 
(M+H) 


24 

(less polar) 










612 
(M+H) 


25 
(more polar) 








A 


612 
(M+H) 


26 
(iess polar) 






X) 


A 


612 
(M+H) 


27 

(more polar) 


AcN-^ 

TI \rTr IV C? 




X) 




612 


2B 


AcN-^ 

H 




X) 




598 
(M+H) 


29 


o**-— ^ H 


,a 


. X) 




584 
(M+H) 


30 


'^'H^ H 


.a 


JO 




544 
(M+H) 


31 


^"^^^ H 




X) 




558 
(M+H) 



[0 0 7 41 



mfE# 2005-3011445 



2004-007373 



^-v?: 44/ 



1^1 11 




ivie 











^ J® 


MS (ESI) 


32 




H 






572 
(Mi-H) 


33 




H 






549 
(M+H) 


34 




H 


.a: 


A,. « 


604 
(NWCI+H) 


35 




H 


.ex. 


^ A.. . 


587 
(M+H) 


36 




H 


.a 


^ A.. 


617 
(M+H) 


37 




H 






616 
(M+H) 


38 




H 


.a 


^ A. 


616 
(M+H) 


39 




H 




^ A. 


630 
(M+H) 


40 




H 






544 
(M+H) 


41 




H 


.a 


X) A- 


544 
(M+H) 



[0 0 7 51 



I 



WiE# 2005-3011445 



Wm 2004-007373 



^-i^: 45/ 



Me 














S2) 


fljfjO^ MS (ESI) 






H 








542 
(M+H) 


43 




H 




X) 




596 
(M+H) 


44 








JO 




610 
(M+H) 


45 








X) 




610 
(M+H) 



10 0 7 61 

^^Vsl* 4R*) -N- [3. {YVy^Vtu^^^V) -^Vv^H "3- 

-1, 2, 4- h 'JTV*-;^-3--f>'v) p<^;v] vy-4 -^^VJ^^^^ > & 

*Jfe^4t?#<b:h,fc>fb^!^ (0. 3 0g) ^it/Rm^V^A (0- 0 8 3mg) O 
1%H2 0-DMF (5. OmL) 5 - (^'na^f-;V) -2, f"^.^ ^^^'^ 

ill 2 4-h'JTv'-;i'-3-ty (0. 0 9 6 g) ^ot:-eiq^. ^i^-ei 4B# 

9 itui ^J'^^^b^ti^^afe©* (0. 30g, 89%) tl.X^=^hflfZo 
MS (ESI+) -.5 6 0 (M-HCl+H) 

6 tmm'i^x. &.T<^^t^<&^nfzo 



(3R* 4R*) -N- [3. ( h V7 n> f-^*!-) -3- 

l.Kn-lH-1. 2. 4-hVT>/-;W-3->f;V) ^f-^^] If-^U v^^/- 4 - * ^U'^ 

^ife'^114 6 - 4 7 xWhfLfzit^m<Di\:^m^^ii^i 3o®»9-e*;5>o 

[0 0 7 71 



miiE# 2005-3011445 



#M 2004-007373 



^-v: 46/ 



1^1 31 














MS (ESI) 


46 ^ 




Xf 






560 

(wmci+H) 


47 " 


.ex 






H3l 


574 



[0 0 7 8] 

(3R* 4R*) -N- [3. ( b U 7 n > -N-^ 

(l->^;V-2. 6-v:t^Vl^^U>^^'-4--f;V) *;V^*-^V] "3 

■mmm2 9X-%hfifzit%m (O. 4 0g) ^ (O. l8mL) 

m5u^i (0 19g) CODMF (5. OmL) 6 0 ^-C 2 ^P^MS^ b^o 

>)M*tT^-i:t^±^)^®<b'^^*^^efe^* (0. 40g. 98%) tl^XWhiXfZo 
MS (E S I +) : 5 9 8 (M + H) 

10 0 7 91 
I* 1 4 1 

O Me 




m&m ^ ^ J© Xf) <'«ni*' ms(es') 



[0 0 8 01 

**11'r* 4R*) -1- [ (4-7-t-^;v-4-7^^;vtr-iUi;>'-i-'<;W iJ 
;i..i?-;v] -N- [3, 5-if>^ ( h >; 7 n > -05^;^ .-N->■5^;^-3- 
«^2-r'#^tt/c>fb^i^ (0. 4 8g) i3J:t>'Et3N (0. 2 8mL) c^CHzC 
17 (5 Qmh) mmzi^uu^m 4-^>n7:..-;v (O. 2 4 g) ^StO-CT-UDx. 

mfE# 2005-3011445 



#11 2004-007373 



^->^: 47/ 



nhfli-z&^yf^^M (0. 3 2 g) . 4-T-fe^;W-4--7aLr:;nf^V 
(0. 1 6 g) i5 ctj/^^* (0. 1 5 g) ODMF (5 . 0 mL) ?#fS^ 12 0 

* L o nm ^^mHPLCm;<3 iWSii ?rff ^ c: J; 19 :glM'ft'&tl:i&*i^'fe?fi«t!ij ( 0 . 

2 8 g, 7 8%) t LXnhirfZo 
MS (E S I +) : 6 7 4 (M+H) 

5 0 - 

(3R*. 4R*) -1- [ (4 -T-t^;v- 1 - tf^7y-;p) -N- 
[3, ( h y 7;i':^-n^ ^;V') -^^i^;!/] -N-> 3 - 7 j^— V ^ 

5 1 

(3R*,.4R*) -1- [ [4 - (T-l:^;V7§y) - 4 - "7 i^;ve^'J - 1 
--f^V] -N- [3, 5 - If ;^ ( h v n ■9^;i/) ^ >' -N-P«'^ 

3 - 7 i - ;Hi''-s: >^ >' - 4 - 7!7 § K 

mmm 4 9 ~ 5 1 -e# ^> ttTti'fb^tKT^'fk^^it^fi^ 1 5 <dm 0 -x?*) o 

10 0 8 11 
1^151 

O Me ■ 



#^ 








J® 




MS (ESI) 


49 


""■-Or 


H 


,0: 


X) 




674 
(M+H) 


50 




H 




X) 




599 
(M+H) 


51 




H 


.0: 


X) 




689 
(M+H) 



[0 0 8 2] 

mmm 5 2 

4 - [ [ [3, 5-tf;?. ( h >; 7;V':^-n^f-;i/) ^^v^;!/] t^^] :;^>-;V5^* 

- 5 -7 2 , 3, 6, 7 -T- h 9 1: KD- 1 H-T-if 1 

^^■{^hixfzit^m (1. 2 0g) codmf (ismD b 

U-^A (6 0%?S1±. 0. 1 3 g) «rj!jnx.> 3 O^^^I^L/^m^ 0 t:ic5^ip t^Co 

3^i\:^'f-)V (2. OmL) ^Jlrax., MiaT2^^m#tf::o KJStS'&ft^^^^^lriiv^ 

mU'km.mT^zm^x^fzo i^hixfznm.^'y')-^r}^^'^'7J^i^u-^Y^^y^- 

IB; 1 0 — 5 o%M^^;i^/''\dr-9-» KX^m- nmir^:Lt^zi.V)m^it^m (0 

. 7 3 g, 5 9 %) yO^efel&^t LT^fibixyio 
MS (E S I +) 15 2 9 (M + H) 

^i&^5 2t?#?jft;t'fb-g-i^^'ffc^#it^f4^1 &(Dm^Xib^o 
[0 0 8 31 

miE# 2005-301 1445 



S^m 2004-007373 



^-y: 48/ 



1*1 61 





O 


Me 














f^KW^ MS (ESI) 


52 




X) 




529 

(M+H) 



[0 0 8 4] 

^i&'fi^ 5 3 

1_ [ (1 -7-b-?^;i/tr^i; 4 -'f ;v) *;v*'-;w3 -N- [3, 
^) y >^^)V)^yV)V) -N-^ f-^V- 5 --7 2 , 3, 6, 7-xhvt; 

Fn- 1 H-T-t'k::/- 4 -^-'V^'^-^-? K 

*iS^J5 2-e#«btL/>:^k^!^ (0. 5 0 g) <omm. (3mL) iSJ:^*^^ (3mL) m 

F (1 OmL) ^§?S^cl-T^rf-;^V:^';^^■>-4-:*;^'K>m (0. 6 7g).WSC 
• HC 1 (1 1 0 g) iSir^HOB t (0. 8 0 g) Srjjnx., ^i^-e 2 4B#ra^S#L/:: 

'^^hZbkz^nmmit'km (O. 5 9 g> 74%) L-Ct#<btL/.:o 
MS (E S I +) : 6 1 0 (M+H) 

10 0 8 51 



[*1 71 

^ Me 



Me 




^%^] . pji J5) i^W^ MS (ESI) 

CF3 



10 0 8 61 

(4S* 5R*)-l-[ ( 1 -7-t^;nf^i; i^^'- 4 -'f -'V') -N 
~iwJ5 3?SS^W^tl (0.. 34g) ^J^^'l O^^^'^'^^f ~5f 

g) (1 omL) ^f^^ 5^&<D7Kmw^m%r. » 0 r-c 3 Btjm^ t/co^i«^ 

mfE!^ 2005-3011445 



#0 2004-007373 



^-y: 49/ 



(0. 3 1 g. 9 2%) ^^fe'^ftt'ttlfc l-'«:#^^T'^^o 
MS (ES 1+) : 6 1 2 (M + H) . ^ , 

[0 0 8 7] 
[«181 



O Me 







J® 


i^im WIS (ESI) 


AcN^ 

54 '---^ H 


-O: 


X5 


612 



10 0 8 81 

Sii^JfJ 1 

( 1 ) mmm i <^'fb'&ti i o m g 

( 2 ) f L«g 6 0 m g 

(3) 3 5mg 

(4) \^ Yti^-y:fxi\£)V}ii-)i^^)\^X2 — 7. 3mg 

/gN ^■f-y^}■y^•7■!^:^i/'i^Mi 2 m g 

l-C#<btLf.'fb'^tll 0mg^?LM6 Omg*5iO^-n->^^'-^3 5mgt^ 



_ 2 

( 1 ) 1 O'fb'&ii^ 1 0 m g 

( 2 ) ?LM 7 0 m g 

(3) 5 Omg 

(4) pX^14fV7'>^ 7mg 

10 0 8 91 

(l)n-7i3^vr 5. omg 

( 2 ) -^^^ 2 0. Omg 



^ly'^at^y-^ 5.0mg^J:O^^^*a2 0.0mg^S^7Kt^5^^^JwXJiPx.T^ 

##m^JffiJ 2 

(1) n^xni^rv-T- 50mg 

(2) y^^V-:^ 34mg 

(3) h «:^^nn viKJi^ 10. 6mg 

taiiE#2 0 0 5-3 0 1 ,1 4 4 5 



#M 2004-007373 



^-v : 50/ 



(4) h -^^nn VSi© 5mg 

(5) ^^T-TU >m-^^5^^>'>'>-^ ^' 

(6) ^ )i^7i?^z^>^^}\^t)vu-:^ij -i^ 2 0mg 
^ ft- 1 2 Omg 

^im^^Wv^EfyK u^fi^'^^mmm^ {\^Y^}y^^w^mm. (im-9) 

1a (M. A. Cascieri) C^V^^9- 7 r -^^n v - (Molecu 
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